Novel Pyrimidines were prepared by the condensation of Chalcones of 4΄-piperazine acetophenone with guanidine HCl. The structures of the synthesized compounds RP 1-5 were assigned on the basis of Elemental analysis, IR, 1 H NMR and Mass spectroscopy. These compounds were also screened for antihistaminic activity. The recorded % of histamine inhibition showed significant antihistaminic activity when compared to the reference antihistaminic drug mepiramine.
Introduction
Pyrimidines are important class of heterocyclic compounds, which posses wide range of biological activities such as anticancer (1, 2) , antibacterial (3), anti-inflammatory (4), antiviral (5), antitubercular (6) , antihypertensive (7) and anticonvulsant (8) activities.
Experimental
All the melting points were determined by a digital melting point apparatus and were uncorrected. IR spectra were recorded on Perkin-Elmer 377 spectrophotometer, 1 H NMR spectra were measured on Bruker AV 400 MHZ using DMSO as a solvent and TMS as an internal standard.
Preparation of Chalcone derivatives (1 a-e):-
A mixture of 4΄-piperazine acetophenone (0.01 mole) and aryl aldehyde(0.01mole) were stirred in methanol (15ml) then an aqueous solution of 40% KOH (10ml) was added. The mixture was kept overnight at room temperature, poured into crushed ice and then acidified with HCl.The solid separated was filtered and crystallized from ethyl acetate, methnol mixture (8:2).
General procedure for the preparation of Pyrimidines RP(1-5):
A mixture of appropriate chalcones of (1a-e) (1 e.q.) and guanidine hydrochloride(1 e.q.) in absolute ethanol (10 ml) were refluxed on a water bath for 6 hours (9). The solvent was completely evaporated and the residue was poured into ice cold water. The precipitated solid was collected by filtration, purified on silicagel column using methanol and ethylacetate mixture (1:9) solvent system. RP (1) RP (2) RP (3) RP (4) RP (5) 
Estimation of Anti-histaminic Activity:
Antihistaminic activity of the synthesized pyrimidine derivatives were estimated on guinea pig of either sex 400g-550g are used. They were sacrificed by stunning and exsanguinations (10) . The abdomen of guinea pig was opened with scissors and lifted the caecum to trace the illeo-caecal junction. A required length of the long ileal portion was cut, removed and immediately placed on the watch glass containing tyrode solution. Then the mesentery was trimmed and the contents of the ileum were cleaned by pumping the tyrode solution into the lumen of the ileum. The ileum was cut into small segments of 2-3 cm long. One piece of ileum was taken and a thread was tied to top and bottom ends without closing the lumen and the tissue was mounted in the organ bath containing tyrode solution. The organ bath temperature was maintained at 37°C and bubbled with oxygen air. A tension of 0.5 g is applied and the tissue is allowed to equilibrate for 30 minutes before adding drugs to the organ bath.
The concentration dependent responses due to histamine were recorded using frontal writing lever. A contact time of 30 sec. and 5 min. time cycle were kept for proper recording of the responses. Initially histamine dose was given with a concentration of 0.1μg/ml, then 0.2μg/ml, 0.4 μg/ml and 0.8 μg/ml. Among these concentrations 0.4 μg/ml was selected as sub maximal dose.
Test Solution Preparation:
10 mg of each test sample was dissolved in 10 ml DMSO solvent. After that the dilutions were made with DNS(Dextrose Normal Saline) solution to get a concentration of 0.1μg/ml, 0.2μg/ml, 0.4 μg/ml and 0.8 μg/ml. 
Standard solution preparation:
10 mg of sample was dissolved in 10 ml DNS solution. Then different dilutions of standard solution were prepared to get concentrations of 0.1μg/ml, 0.2 μg/ml, 0.4 μg/ml and 0.8 μg/ml.
The responses were recorded on a kymograph. The graph was plotted taking concentration of test / standard on X-axis and % inhibition on Y axis. Formula for Calculation:-% Inhibition = a -b x 100 a where a= height of the histamine response (in cm) b= height of test/standard response(in cm). By using above formula % histamine inhibition was calculated and values were given in Table 3 . 
Results and Discussion
To prepare new Pyrimidine derivatives we used Chalcone as a starting material. Chalcones are 1,3-diaryl-2-propene-1-ones. In the present communication we reported that the reaction between different Chalcone derivatives (1 a-e) and guanidine HCl (2) gives Pyrimidine derivatives RP (1) (2) (3) (4) (5) . The structures of various synthesized compounds were assigned on the basis of elemental analysis, IR, 1 H-NMR and Mass spectral analysis. These compounds were also screened for their antihistaminic activity.
The newly synthesized Pyrimidines showed significant antihistaminic activity. If increases the concentration of Pyrimidine derivatives RP (1-5) the % inhibition of histamine also increased. Among the five Pyrimidine derivatives RP(1-5), only bromine substituted and 2-hydroxyphenyl substituted pyrimiines showed greater antihistaminic activity.
